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Abstract: Multidisciplinary techniques, in particular the
combination of theoretical and experimental immunolo-
gy, can address questions about human immunity that
cannot be answered by other means. From the turnover
of virus-infected cells in vivo, to rates of thymic
production and HLA class I epitope prediction, theoretical
techniques provide a unique insight to supplement
experimental approaches. Here we present our opinion,
with examples, of some of the ways in which mathematics
has contributed in our field of interest: the efficiency of
the human CD8+ T cell response to persistent viruses.
This is an ‘‘Editors’ Outlook’’ article for PLoS Computational
Biology
Introduction
We all carry lifelong, persistent viral infections. More than 70%
of adults are infected with Epstein Barr Virus (EBV), 80%–90%
with Cytomegalovirus, and .90% with Varicella Zoster Virus.
Worldwide, 170 million people are infected with Hepatitis C virus
(HCV) and 33 million with Human Immunodeficiency Virus
(HIV-1). CD8+ T cells are thought to play an important role in
controlling these persistent viral infections. CD8+ T cells recognise
viral antigen in the context of HLA class I molecules (Figure 1) and
are thus activated to kill virus-infected cells via perforin/granzyme
secretion or the Fas/FasL pathway and to secrete antiviral
cytokines. Some persistent viruses such as EBV or Herpes Simplex
Virus adopt a strategy of latency to evade the host immune
response. These viruses are characterised by low or intermittent
levels of antigen expression and a corresponding low level of
CD8+ T cell activation. Their mechanism of survival is clear.
However, other viruses such as HIV-1, HCV, and human T cell
leukemia virus (HTLV-1) replicate persistently and induce chronic
activation of the virus-specific CD8+ T cell response. Yet despite
continuous exposure to this CD8+ T cell response, which is often
large (up to 30% of CD8+ T cells can be specific for HIV-1 or
HTLV-1) and typically has immediate effector function ex vivo,
the CD8+ T cell response fails to eradicate these viruses. Why? In
order to understand why the CD8+ T cell response fails and how
we can improve it, we need to be able to measure the impact of the
CD8+ T cell response in vivo, understand what constitutes an
efficient response, and more controversially, tackle the in vivo
relevance of the CD8+ T cell response. We maintain that, for
humans, none of these questions can be answered with experiment
or mathematics alone. Here we review recent interdisciplinary
work to address these questions in the context of persistent viruses
in humans.
Quantification of CD8+ T Cell Efficiency
We define the efficiency of the CD8+ T cell response as the rate
at which infected cells are killed or new infections are prevented;
that is, efficiency measures the antiviral pressure exerted by the
whole virus-specific CD8+ T cell population. Quantifying antiviral
pressure in vivo is impossible without the use of mathematics.
Mathematical modelling of experimental data allows us to
estimate parameters, such as the rate of CD8+ T cell killing, that
are not explicitly measured experimentally but which determine
the data. Two types of experimental data have been used to
quantify CD8+ T cell efficiency in humans in vivo, both in the
context of HIV-1 infection. The first study, by Wick et al. [1],
analysed a clinical procedure in which CD8+ T cells were isolated
from three HIV-1-infected patients, expanded in vitro with HIV-1
peptides, and then reinfused. Wick et al. fitted a model to the
subsequent productively infected cell dynamics and estimated that
HIV-1-specific CD8+ T cells killed productively infected cells at a
median rate of 0.129 ml cell
21 day
21. There are approximately
50–65 HIV-specific CD8+ T cells per ml of plasma ([2] gives
median CD8 count=500 cells ml
21, average frequency of HIV-1-
specific CD8+ T cells=10%; i.e., a specific count of 50 specific
CD8 ml
21; [3] gives median CD8 count=860 cells ml
21, average
frequency of HIV-1-specific CD8+ T cells=7.5%; i.e., a specific
count of 65 specific CD8 ml
21). So Wick’s estimate is equivalent to
a lytic efficiency of 6.5–8.4 day
21. This estimate of CD8+ T cell
killing is an order of magnitude higher than the total death rate
attributable to all causes (including CD8+ T cell killing, activation
induced cell death, and cytopathic effect of HIV-1), which has
been estimated at 0.7–1 day
21 [4,5]. The apparent overestimate of
CD8+ T cell killing may be explained by biological factors; for
example, the infused expanded CD8+ T cells could be more
efficient than naturally occurring CD8+ T cells. Alternatively, the
problem may lie in the model assumptions. For instance, it was
assumed that all antiviral effects were exerted via lysis (i.e.,
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attributed to lysis, Box 1), and many of the fixed parameters in the
model were poorly known at the time of the study. Nevertheless,
this represents the first estimate of the lytic potential of human
CD8+ T cells in vivo.
In the second study, the rate of CD8+ T cell killing was
estimated by analysing HIV-1 escape variants [6,7]. Briefly, the
difference in growth rate in vivo between a viral variant which has
escaped the CD8+ T cell response and the wild type reflects the
difference in rate of CD8+ T cell killing of the two strains offset by
any fitness cost incurred by the escape variant. Therefore the rate
of CD8+ T cell killing (attributable to a single response) can be
estimated by quantifying the rate of escape and the fitness cost.
The rate of escape and fitness cost can be quantified by fitting a
simple mathematical model to longitudinal viral sequence data [6].
This work indicated that, in late primary/chronic infection, CD8+
T cell efficiency was unexpectedly low (0.1–0.2 d
21), and thus
CD8+ T cell killing was responsible for only 10%–20% of infected
cell death. This estimate is lower than, and therefore compatible
with, the total death rate of productively infected cells of 0.7–
1d
21, but the lack of independent quantitative approaches makes
it difficult to corroborate this estimate. If it is true that CD8+ T
cells are only responsible for a minority of infected cell death, this
would explain the failure to see a decrease in infected cell death
when the CD8+ T cell response is weak such as in individuals with
low CD4+ T cell count [8] or following CD8+ T cell depletion in
simian immunodeficiency virus (SIV)-infected macaques (a model
of HIV-1 infection) [9,10]. Furthermore, a large amount of cell
death that is not attributable to direct CD8+ T cell killing is
consistent with the high death rate of uninfected cells which has
been observed in HIV-1 infection [11,12]. Finally, a low estimate
of CD8+ T cell killing in chronic infection should perhaps not be
totally unexpected as persistent viral infection has been associated
with reduced CD8+ T cell function and exhaustion, particularly in
the context of HIV-1 infection [13–16]. Consistent with this, it was
shown that escape was significantly more rapid in late primary
than in chronic HIV-1 infection [6], an observation that was
confirmed and extended by subsequent work in very early HIV-1
infection [17]. The cause of this difference remains unknown [18].
In the absence of other studies to quantify the efficiency of
human CD8+ T cells in vivo, it is necessary to turn to animal
models, where a wider range of approaches are possible, to
corroborate the estimates in humans. In chronic SIV infection,
estimates of total CD8+ T cell efficiency derived from CD8+
depletion experiments (median 0.3–0.4 d
21 [19]) and from
modelling longitudinal data using the approach of Regoes et al.
[20] (median 0.76 d
21 [21]) are similar to estimates from
modelling SIV escape in chronic infection (approximately
0.8 d
21) [22,23], lending credence to the quantification of
efficiency from viral escape. Interestingly, both in chronic
[6,22,23] and primary infection [6,17,22–25], the rate of CD8+
T cell killing was substantially higher in macaques than in humans
[22]. Suggestions to the contrary [23] failed to take into account
differences in fitness costs between wild type and escape variant
virus. In LCMV-infected mice, the rate of CD8+ T cell killing is
2–3 orders of magnitude higher than in humans or macaques in
Figure 1. CD8+ T cells recognise virally infected cells via their T
cell receptor (TCR). The TCR binds complexes of viral peptides and
HLA class I molecules at the surface of virus-infected cells. Following
CD8+ T cell recognition of the infected cell, the CD8+ T cell effector
mechanisms are triggered. CD8+ effector mechanisms can be lytic
(killing of the infected cell) and/or non-lytic (secretion of cytokines such
as IFNg and TNFa which reduce the probability of cell infection and viral
production).
doi:10.1371/journal.pcbi.1002381.g001
Box 1. Models of Lytic and Non-Lytic CD8+ T
Cell Mechanisms
A model in which CD8+ T cells are assumed to kill infected
cells typically has the following form:
_ T T~bTV{dT{kET,
where T
* is the number of virus-infected cells, V is viral
load, b is the infection rate, T is the number of uninfected
target cells, E is the number of virus-specific CD8+ T cells, k
is the rate of CD8+ T cell killing, and d is the (CD8+ T cell-
independent) death rate of infected cells.
Non-lytic mechanisms can decrease the rate at which
uninfected CD4+ T cells become infected or the rate of
viral production. We have modelled the impact of CD8+ T
cells on the rate of infection [19,21] by describing the
infection rate as a function of the size of the CD8+ T cell
population:
_ T T~
b
1zgE
TV{dT:
A non-lytic effect of CD8+ T cells on viral production rate
can be described in a similar way [19,21].
Most models of the CD8+ T cell response assume that
CD8+ T cells lyse their targets. If in fact CD8+ T cells act
mainly via non-lytic mechanisms, then this will change the
model conclusions and may explain some of the discrep-
ancies in the literature. For instance, if most CD8+ T cell
control is mediated via non-lytic mechanisms, this may
explain why Wick’s estimates of CD8+ T cell killing are in
excess of the total death rate of infected cells; that is,
control of infected cells may have been misattributed to
killing of infected cells, leading to an overestimate of their
death rate. How non-lytic mechanisms will affect death
rates inferred from HIV-1 escape from CD8+ T cells is
unclear; we are currently investigating this question.
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urgently needed to understand whether these differences are
genuine inter-species differences, differences between viruses, or
simply differences in experimental and theoretical techniques. For
an excellent, considerably more comprehensive, review of work to
quantify CD8+ T cell efficiency, see Regoes et al. [30].
Determinants of CD8+ T Cell Efficiency
Identifying the determinants of an efficient CD8+ T cell
response in humans is non-trivial. Measurements of CD8+ T cell
frequency, phenotype, function, and specificity are informative,
but because antigen load influences each of these factors, it can be
difficult to ascertain if a particular immune profile is the cause or
effect of good pathogen control [31–33]. This is exemplified by
one ubiquitous method to determine the strength of the CD8+ T
cell response: measurement of the frequency of virus-specific cells
(by, e.g., tetramer or IFNg ELISpot) with the assumption that a
large response is a strong, efficient one. In a cross-sectional cohort
of HIV-1-infected individuals, a negative correlation between the
frequency of tetramer-positive CD8+ T cells and plasma viral load
was observed; it was concluded from this that CD8+ T cells
controlled HIV-1 viremia [34]. However, theoretical work has
shown that inferring CD8+ T cell control from CD8+ T cell
frequency is problematic because of feedback between viral load
and CD8+ T cell frequency [35,36]; that is, the frequency is both
the cause and effect of the viral load. This concern has been borne
out by subsequent longitudinal studies in which the magnitude of
the HIV-1-specific CD8+ T cell response failed to predict viral
load or survival time [37–39] and elite control of HIV infection
was associated with the lowest breadth and frequency of HIV-
specific CD8+ T cells [40]. We conclude that purely experimental
descriptors of the CD8+ T cell response tell us about the
correlates, but not the determinants, of good pathogen control.
An alternative approach is to focus on host genetic determinants
of CD8+ T cell efficiency (as here the direction of causality is
unequivocal) and use mathematical methods to understand why
certain genes are protective or detrimental. This approach was
applied very effectively by Borghans et al. [41], who found that
HLA class I alleles that are significantly associated with good
control of HIV-1 infection (HLA-B*57:01, B*58:01, and B*27:05)
showed a preference for presenting peptides from the viral Gag
p24 protein when compared with alleles associated with poor
control (B*35:03 and B*53:01). Borghans et al. conclude that Gag-
specific CD8+ T cells are protective. It is therefore surprising that
Vider-Shalit et al. found that over the course of the HIV epidemic,
in contrast to other HIV proteins, Gag is evolving to gain epitopes
[42]. They hypothesised that Gag-specific CD8+ T cell responses
were inefficient and Gag immunogenicity had evolved as a decoy
to reduce the CD8+ T cell response against proteins expressed
early in the viral life cycle which may be more effective targets
[43]. However, this result was not reproduced by Schmid et al.,
who showed that the number of Gag epitopes (in common with all
HIV-1 CD8+ T epitopes) has remained remarkably constant in
the population over time [44]. The two main differences between
the work of Schmid and Vider-Shalit are the choice of epitope
prediction software and the dating applied to the sequences.
Schmid et al. used NetCTL and MHCpathway, which were the
best performing algorithms at the time [45]; the software used by
Vider-Shalit has not been benchmarked. Schmid dated sequences
by time of sampling, and Vider-Shalit inferred dates from levels on
a phylogentic tree. In principal it should be straightforward to
investigate these discrepancies and arrive at a definitive conclu-
sion.
In a related study, MacNamara et al. used HLA class I epitope
prediction software [45–48] to investigate why, in HTLV-1
infection, some individuals remained healthy, asymptomatic
carriers of the virus and others developed the inflammatory
disease HAM/TSP. In a cohort of HTLV-1-infected participants,
they showed that individuals with HLA class I alleles that were
predicted to strongly bind the HTLV-1 protein HBZ had a lower
proviral load and were more likely to be asymptomatic [49]. They
also showed that CD8+ T cell effectiveness is determined by
protein specificity and produced a ranked list of the proteins
targeted by the most protective CD8+ T cell response through to
the least protective CD8+ T cell response: useful information for
vaccine design. They concluded that CD8+ cells specific to HBZ,
not the immunodominant protein Tax, are the most protective.
This challenges the prevailing assumption that the immunodomi-
nant response is the most important.
More generally, Rao et al. have studied the differences between
HLA-A and HLA-B molecules [50]. The HLA-B locus is the most
polymorphic and the most rapidly evolving of the three major
HLA class I loci, and it has also been suggested that CD8+ T cell
responses restricted by HLA-B alleles are more likely to be
protective [51]. Using a bioinformatic approach Rao et al. found
that HLA-B epitopes had significantly weaker binding affinities
than HLA-A epitopes and were less diverse [50]. These
observations ran counter to many people’s assumptions and have
triggered further investigations.
The HLA class I genes are not the only genetic determinants of
CD8+ T cell efficiency that have been subjected to a theoretical
approach. Genes coding for the killer immunoglobulin-like
receptors (KIRs) have also been analysed. KIRs are a family of
receptors that are expressed predominantly on natural killer (NK)
cells but also on a subset of T cells [52,53]. KIRs bind HLA class I
molecules and have both activating and inhibitory forms [54].
KIRs are rapidly evolving, and even amongst primates, only our
nearest relatives possess the same KIR-HLA ligand pairs as us. In
mice, the functional homologue of KIRs are the Ly49 receptors.
These receptors are quite distinct from KIRs in structure and
patterns of expression [55]. Lack of an accurate animal model has
hindered work on the role of KIRs in adaptive immunity, making
a theoretical approach particularly beneficial. Seich al Basatena
et al. tested the hypothesis that KIR background determines the
efficiency of the CD8+ T cell response [56]. They investigated two
chronic viral infections—HCV and HTLV-1—using cohorts of
infected individuals. They selected HLA class I molecules
previously described to be significantly associated with clinical
outcome (HLA-B*57 in HCV [57–59]; C*08, A*02, and B*54 in
HTLV-1 [60,61]), stratified the cohorts by KIR genotype, and
then re-examined the HLA associations in each stratum. They
found that one particular inhibitory KIR gene, namely KIR2DL2,
consistently enhanced HLA class I associations. That is, associations
between outcome and HLA class I alleles were strong when
KIR2DL2waspresentbutweakwhenKIR2DL2 wasabsent[56].For
instance, in HCV infection, amongst KIR2DL2-homozygotes,
individuals with HLA-B*57 were 5 times more likely to spontane-
ously clear the virus than individuals without B*57; if they failed to
clear they had a viral load that was reduced by 6.5 logs. In KIR2DL2
heterozygote individuals, B*57 was still protective but the degree of
protection afforded was reduced: individuals with B*57 were now
twice as likely to spontaneously clear the virus; if they failed to clear,
viral load was reduced by 4 logs. In contrast, in KIR2DL2-negative
individuals, B*57 hadno significant effecton clearanceor viralload.
It appears that B*57, a well-described protective allele, only
efficiently protects if KIR2DL2 is also present. If an additional gene
needs to be present for an HLA class I molecule to be effective, then
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particular HLA alleles are not always manifest. Applying this
reasoning to HTLV-1 it was possible to explain two long-standing
paradoxes in the field: why C*08 doesn’t reduce proviral load in
HAM/TSP patients and why B*54 isn’t associated with increased
proviral load in asymptomatic carriers.
Many associations between disease and pairs of KIR-HLA genes
have been reported [62–66]. In each case the KIR-HLA pair
consisted of a KIR with its HLA ligand and the effect was attributed
to direct NK killing. What Seich al Basatena et al. observed is quite
different. They found that associations between HLA class I
molecules and disease outcome are weak in the absence of KIR2DL2
but are enhanced in the presence of KIR2DL2. This is true for
multiple HLA-A, B, and C alleles, most of which do not bind
KIR2DL2. They saw this effect in two different virus infections and
for both protective and detrimental HLA associations. In contrast,
KIR2DL2 with its HLA-C1 ligand (not in the context of protective
or detrimental HLA molecules) has no detectable impact on any
measure for either virus [56]. It is hard to reconcile these
observations with direct NK killing (Figure 2a). Instead they
hypothesised that KIR2DL2, a receptor typically associated with
innate immunity, is enhancing the effectiveness of the CD8+ T cell
response by increasing CD8+ T cell survival (Figure 2b). This is an
example in which theory has suggested new biology: a novel role for
an ‘‘innate’’ receptor in adaptive immunity.
Temporal and spatial factors—for example, how often does a
CD8+ T cell meet infected cells bearing a sufficient density of
cognate antigen—will also impact of the effectiveness of CD8+ T-
cell-mediated control. Mathematical modelling, using cellular
automata [67], cellular Potts models [68], and the multicompart-
ment models, exemplified by the work of Textor et al. [69], is
contributing to the identification of the physical determinants of
CD8+ T cell efficiency, but this work is beyond the scope of the
current review.
Does CD8+ T Cell Efficiency Matter?
One of the hardest, but perhaps the most important, question to
answer is, What is the impact of CD8+ T cell efficiency on clinical
outcome and to what extent do between-individual differences in
clinical outcome and viral load reflect differences in CD8+ T cell
efficiency? The two strongest arguments to suggest that CD8+ T
cells matter in chronic infections of humans are (i) the observation
that certain HLA class I alleles are significantly associated with
clinical outcome and (ii) that genetically variable viruses like HIV-
1 and HCV evolve mutations that allow them to evade the CD8+
T cell response. These observations tell us that CD8+ T cells
matter but, alone, do not tell us how much they matter.
Interdisciplinary studies have taken these observations and used
them to quantify the in vivo relevance of CD8+ T cells.
(i) HLA Associations. Surprisingly, although associations
between particular HLA class I molecules and clinical
outcome are highly significant, the fraction of variation in
outcome that can be explained by HLA alleles is rather small
(Figure 3), though this does increase by a factor of 2–4 in
KIR2DL2+ individuals. Clearly, HLA associations tell us
about differences in HLA molecules, so a small explained
fraction does not necessarily mean CD8+ T cell responses are
unimportant; it could be that all CD8+ T cell responses are
rather similar regardless of their restriction. However, it does
Figure 2. Proposed mechanism to explain inhibitory KIR enhancement of HLA class I associations. KIR-HLA associations are typically
attributed to direct NK action (a). However, Seich al Basatena’s observations do not appear to be compatible with direct NK killing for four reasons.
Firstly, most of the HLA molecules which were enhanced do not bind KIR2DL2. Secondly, both protective and detrimental HLA associations were
enhanced. Thirdly, KIR2DL2 with or without its C1 ligand (i.e., not in the context of a particular protective or detrimental HLA allele) had no effect on
any outcome for HCV or HTLV-1. And finally, the protective effect of binding HBZ was enhanced, and NK cells display some peptide specificity, but
such marked protein specificity is more reminiscent of T cells [56]. Instead they hypothesise that the downstream effectors are CD8
+ T cells (b). They
postulate that KIR2DL2 enhances CD8
+ T cell responses by increasing the survival of memory CD8+ T cells. Either because (i) inhibitory KIR on CD8
+ T
cells are associated with reduced activation induced cell death and protection from exhaustion [77–79] or (ii) inhibitory KIR on NK cells reduce NK-
killing of activated CD8
+ T cells [80,81].
doi:10.1371/journal.pcbi.1002381.g002
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response is important just because HLA associations are
highly significant. Furthermore, it implies that the majority of
between-individual variation in clinical outcome is unlikely to
be due to differences in HLA class I genotype.
(ii) Viral Escape. Kadolsky et al. used two independent
computational methods to quantify the impact of escape from
CD8+ T cells in chronic HIV-1 infection: simulation of the
emergence of HIV-1 escape variants and statistical analysis of
a cross-sectional cohort [70]. Both methods estimated that
escape at a single epitope increased log viral load by 0.051–
0.11 copies.ml
21. The number of escape events accounted for
approximately 6% of the viral load variation in the cohort
[70]. Thus, escape from CD8+ T cells has a measurable,
statistically significant impact on viral load, but the biological
impactismodest.Thissmallincreaseinviralloadmayreflecta
high fitness cost of the escapevariant virus (though estimates of
fitness cost are typically quite low [6,25]), or it may indicate
that, in chronic HIV-1 infection, the weakened CD8+ T cell
response is exerting poor control. Again this study implies that
differences in CD8+ T cell escape cannot explain the
substantial inter-individual variations in HIV viral load.
Mechanism of Action of CD8+ T Cells
Perhaps the most immediate demonstration of the importance
of CD8+ T cell is the dramatic rise in viral load following their
depletion [71,72]. Klatt et al. [9] and Wong et al. [73] applied the
pioneering mathematical method of Perelson et al. and Nowak
et al. [74,75] to estimate the lifespan of productively infected cells
in CD8+ cell-depleted macaques and control macaques with an
intact CD8+ T cell response. Unexpectedly, they found no
difference in cell lifespan. The authors concluded that CD8+ T
cells don’t play a major role in decreasing the lifespan of
productively infected cells. They proposed instead that CD8+ T
cells control viremia via a non-lytic mechanism.
Elemans et al. [19] extended this study. They found that the
measurements of infected cell lifespan of Klatt et al. and Wong
et al. were not accurate enough to detect the expected increase in
lifespan following depletion, implying that the experimental results
could not exclude the possibility that all CD8+ T cell control was
via lysis. However, on fitting an extensive set of lytic and non-lytic
models to the experimental data (including models from [8,76]),
they found that a non-lytic model in which CD8+ T cells prevent
new cells from becoming infected predicted the data significantly
better than other models [19]. They conclude that the total rate at
which infected cells are killed or new infections are prevented was
0.3–0.4 d
21 and that most of this control was via nonlytic
mechanisms. These results are compatible with earlier findings
that most of the death of productively infected cells is CD8+ T-
cell-independent [6,21].
Future Directions
Mathematical modelling of experimental data can provide a
unique angle to help understand human immunity. However,
mathematics continues to raise as many questions as it answers.
Why is CD8+ T cell killing so much more effective in mice than
men? Why does CD8+ T cell efficiency decline in HIV-1 infection,
and how does KIR2DL2 enhance CD8+ T cell efficiency? These
are just some of the questions raised by a quantitative approach
that need to be addressed.
Figure 3. The variation in outcome that can be explained by
individual HLA class I alleles in HIV-1, HTLV-1 and HCV
infections. The explained fraction (EF) was calculated following Nelson
[82]; data for HCV and HTLV-1 were taken from [56], and data for HIV-1
were taken from [40,83]. 95% confidence intervals were estimated by
bootstrapping the data 5,000 times, trimming the 5% extremes, and
then calculating the range in which 95% of the remaining data lay. Due
to linkage between the HLA alleles, the EF is not additive; so for
instance, in HTLV-1 infection, the three alleles HLA-A*02, C*08, and B*54
together only explain 6.6% of the outcome. The outcomes explained
are HCV: spontaneous clearance v persistence; HTLV-1: asymptomatic
carriage v HAM/TSP; HIV-1: elite control v viremic control v progression.
doi:10.1371/journal.pcbi.1002381.g003
Authors’ Biographies
Marjet Elemans is a computational biologist at Imperial
CollegeLondon.Shehasabroadinterestinthebasicbiology
of immune cell function and the population dynamics of the
immune response. She has recently worked on modelling
the immune response against viral infections, in particular
the CD8+ T cell response against HIV-1 infection.
Nafisa-Katrin Seich al Basatena is a Wellcome Trust
PhD student in the Department of Immunology. As an
undergraduate she studied Applied Mathematics and
Physical Sciences at the National Technical University of
Athens followed by an MSc in Mathematical Modelling and
Scientific Computing at Oxford University and an MSc in
Bioinformatics and Theoretical Systems Biology at Imperial
College. Her research focuses on genetic factors involved
in viral infections and mathematical modelling of T cell
immune responses in vivo.
Becca Asquith is a Senior Lecturer in Within Host
Dynamics in the Department of Immunology at Imperial
College London. Her initial training (to PhD) is in
Theoretical Particle Physics. She works as a Mathematical
Immunologist with a particular interest in the human CD8+
T cell response and in vivo lymphocyte dynamics.
Our group webpage is: http://www.imperial.ac.uk/
departmentofmedicine/theoreticalimmunology.
PLoS Computational Biology | www.ploscompbiol.org 5 February 2012 | Volume 8 | Issue 2 | e1002381Acknowledgments
We are very grateful to all our collaborators and co-workers who have
contributed to our thinking on CD8+ T cells and mathematical modelling.
We apologise to everyone whose work we were unable to mention due to
extremely tight space constraints.
References
1. Wick WD, Yang OO, Corey L, Self SG (2005) How many human
immunodeficiency virus type 1-infected target cells can a cytotoxic T-
lymphocyte kill? J Virol 79: 13579–13586.
2. Chun TW, Justement JS, Sanford C, Hallahan CW, Planta MA, et al. (2004)
Relationship between the frequency of HIV-specific CD8+ T cells and the level
of CD38+CD8+ T cells in untreated HIV-infected individuals. Proc Natl Acad
Sci U S A 101: 2464–2469.
3. Gea-Banacloche JC, Migueles SA, Martino L, Shupert WL, McNeil AC, et al.
(2000) Maintenance of large numbers of virus-specific CD8+ T cells in HIV-
infected progressors and long-term nonprogressors. J Immunol 165: 1082–1092.
4. Markowitz M, Louie M, Hurley A, Sun E, Di Mascio M, et al. (2003) A novel
antiviral intervention results in more accurate assessment of human immuno-
deficiency virus type 1 replication dynamics and T-cell decay in vivo. J Virol 77:
5037–5038.
5. Boyd MA, Dixit NM, Siangphoe U, Buss NE, Salgo MP, et al. (2006) Viral
decay dynamics in HIV-infected patients receiving ritonavir-boosted saquinavir
and efavirenz with or without enfuvirtide: a randomized, controlled trial (HIV-
NAT 012). J Infect Dis 194: 1319–1322.
6. Asquith B, Edwards CT, Lipsitch M, McLean AR (2006) Inefficient cytotoxic T
lymphocyte-mediated killing of HIV-1-infected cells in vivo. PLoS Biol 4: e90.
doi:10.1371/journal.pbio.0040090.
7. Asquith B (2008) The evolutionary selective advantage of HIV-1 escape variants
and the contribution of escape to the HLA-associated risk of AIDS progression.
PLoS ONE 3: e3486. doi:10.1371/journal.pone.0003486.
8. Klenerman P, Phillips RE, Rinaldo CR, Wahl LM, Ogg G, et al. (1996)
Cytotoxic T lymphocytes and viral turnover in HIV type 1 infection. Proc Natl
Acad Sci U S A 93: 15323–15328.
9. Klatt NR, Shudo E, Ortiz AM, Engram JC, Paiardini M, et al. (2010) CD8+
lymphocytes control viral replication in SIVmac239-infected rhesus macaques
without decreasing the lifespan of productively infected cells. PLoS Pathog 6:
e1000747. doi:10.1371/journal.ppat.1000747.
10. Wong JK, Strain MC, Porrata R, Reay E, Sankaran-Walters S, et al. (2010) In
vivo CD8+ T-cell suppression of siv viremia is not mediated by CTL clearance
of productively infected cells. PLoS Pathog 6: e1000748. doi:10.1371/journal.
ppat.1000748.
11. Mohri H, Perelson AS, Tung K, Ribeiro RM, Ramratnam B, et al. (2001)
Increased turnover of T lymphocytes in HIV-1 infection and its reduction by
antiretroviral therapy. J Exp Med 194: 1277–1287.
12. Li Q, Duan L, Estes JD, Ma ZM, Rourke T, et al. (2005) Peak SIV replication in
resting memory CD4+ T cells depletes gut lamina propria CD4+ T cells. Nature
434: 1148–1152.
13. Appay V, Nixon DF, Donahoe SM, Gillespie GM, Dong T, et al. (2000) HIV-
specific CD8(+) T cells produce antiviral cytokines but are impaired in cytolytic
function. J Exp Med 192: 63–75.
14. Bevan MJ, Braciale TJ (1995) Why can’t cytotoxic T cells handle HIV? Proc
Natl Acad Sci U S A 92: 5765–5767.
15. Zhang D, Shankar P, Xu Z, Harnisch B, Chen G, et al. (2003) Most antiviral
CD8 T cells during chronic viral infection do not express high levels of perforin
and are not directly cytotoxic. Blood 101: 226–235.
16. Betts MR, Nason MC, West SM, De Rosa SC, Migueles SA, et al. (2006) HIV
nonprogressors preferentially maintain highly functional HIV-specific CD8+ T
cells. Blood 107: 4781–4789.
17. Goonetilleke N, Liu MK, Salazar-Gonzalez JF, Ferrari G, Giorgi E, et al. (2009)
The first T cell response to transmitted/founder virus contributes to the control
of acute viremia in HIV-1 infection. J Exp Med 206: 1253–1272.
18. Ganusov VV, Goonetilleke N, Liu MK, Ferrari G, Shaw GM, et al. (2011)
Fitness costs and diversity of CTL response determine the rate of CTL escape
during the acute and chronic phases of HIV infection. J Virol 85: 10518–10528.
19. Elemans M, Nafisa-Katrin Seich al Basatena K, Klatt N, Gkekas C, Silvestri G,
et al. (2011) Why don’t CD8+ T cells reduce the lifespan of SIV-infected cells in
vivo? PLoS Comput Biol 7: e1002200. doi:10.1371/journal.pcbi.1002200.
20. Regoes RR, Antia R, Garber DA, Silvestri G, Feinberg MB, et al. (2004) Roles
of target cells and virus-specific cellular immunity in primary simian
immunodeficiency virus infection. J Virol 78: 4866–4875.
21. Elemans M, Thiebaut R, Kaur A, Asquith B (2011) Quantification of the relative
importance of CTL, B cell, NK cell, and target cell limitation in the control of
primary SIV-infection. PLoS Comput Biol 7: e1001103. doi:10.1371/journal.
pcbi.1001103.
22. Asquith B, McLean A (2007) In vivo CD8+ T cell killing of immunodeficiency
virus-infected cells in humans and macaques. Proc Natl Acad Sci U S A 104(15):
6365–6370.
23. Love TM, Thurston SW, Keefer MC, Dewhurst S, Lee HY (2010)
Mathematical modeling of ultradeep sequencing data reveals that acute CD8+
T-lymphocyte responses exert strong selective pressure in simian immunodefi-
ciency virus-infected macaques but still fail to clear founder epitope sequences.
J Virol 84: 5802–5814.
24. Fernandez CS, Stratov I, De Rose R, Walsh K, Dale CJ, et al. (2005) Rapid viral
escape at an immunodominant simian-human immunodeficiency virus cytotoxic
T-lymphocyte epitope exacts a dramatic fitness cost. J Virol 79: 5721–5731.
25. Mandl JN, Regoes RR, Garber DA, Feinberg MB (2007) Estimating the
effectiveness of simian immunodeficiency virus-specific CD8+ T cells from the
dynamics of viral immune escape. J Virol 81: 11982–11991.
26. Regoes RR, Barber DL, Ahmed R, Antia R (2007) Estimation of the rate of
killing by cytotoxic T lymphocytes in vivo. Proc Natl Acad Sci U S A 104:
1599–1603.
27. Yates A, Graw F, Barber DL, Ahmed R, Regoes RR, et al. (2007) Revisiting
estimates of CTL killing rates in vivo. PLoS ONE 2: e1301. doi:10.1371/
journal.pone.0001301.
28. Ganusov VV, De Boer RJ (2008) Estimating in vivo death rates of targets due to
CD8 T-cell-mediated killing. J Virol 82: 11749–11757.
29. Graw F, Richter K, Oxenius A, Regoes RR (2011) Comparison of cytotoxic T
lymphocyte efficacy in acute and persistent lymphocytic choriomeningitis virus
infection. Proc Biol Sci 278: 3395–3402.
30. Regoes RR, Yates A, Antia R (2007) Mathematical models of cytotoxic T-
lymphocyte killing. Immunol Cell Biol 85: 274–279.
31. Barber DL, Wherry EJ, Masopust D, Zhu B, Allison JP, et al. (2006) Restoring
function in exhausted CD8 T cells during chronic viral infection. Nature 439:
682–687.
32. Lichterfeld M, Yu XG, Mui SK, Williams KL, Trocha A, et al. (2007) Selective
depletion of high-avidity human immunodeficiency virus type 1 (HIV-1)-specific
CD8+ T cells after early HIV-1 infection. J Virol 81: 4199–4214.
33. Streeck H, Brumme ZL, Anastario M, Cohen KW, Jolin JS, et al. (2008) Antigen
load and viral sequence diversification determine the functional profile of HIV-
1-specific CD8+ T cells. PLoS Med 5: e100. doi:10.1371/journal.
pmed.0050100.
34. Ogg GS, Jin X, Bonhoeffer S, Dunbar PR, Nowak MA, et al. (1998)
Quantitation of HIV-1-specific cytotoxic T lymphocytes and plasma load of viral
RNA. Science 279: 2103–2106.
35. Nowak MA, Bangham CR (1996) Population dynamics of immune responses to
persistent viruses. Science 272: 74–79.
36. Asquith B, Bangham CR (2008) How does HTLV-I persist despite a strong cell-
mediated immune response? Trends Immunol 29: 4–11.
37. Addo MM, Yu XG, Rathod A, Cohen D, Eldridge RL, et al. (2003)
Comprehensive epitope analysis of human immunodeficiency virus type 1
(HIV-1)-specific T-cell responses directed against the entire expressed HIV-1
genome demonstrate broadly directed responses, but no correlation to viral load.
J Virol 77: 2081–2092.
38. Schellens IM, Borghans JA, Jansen CA, De Cuyper IM, Geskus RB, et al. (2008)
Abundance of early functional HIV-specific CD8+ T cells does not predict
AIDS-free survival time. PLoS ONE 3: e2745. doi:10.1371/journal.
pone.0002745.
39. Daucher M, Price DA, Brenchley JM, Lamoreaux L, Metcalf JA, et al. (2008)
Virological outcome after structured interruption of antiretroviral therapy for
human immunodeficiency virus infection is associated with the functional profile
of virus-specific CD8+ T cells. J Virol 82: 4102–4114.
40. Pereyra F, Addo MM, Kaufmann DE, Liu Y, Miura T, et al. (2008) Genetic and
immunologic heterogeneity among persons who control HIV infection in the
absence of therapy. J Infect Dis 197: 563–571.
41. Borghans JAM, Mølgaard A, de Boer RJ, Kesmir C (2007) HLA alleles
associated with slow progression to AIDS truly prefer to present HIV-1 p24.
PLoS ONE 2: e920. doi:10.1371/journal.pone.0000920.
42. Vider-Shalit T, Almani M, Sarid R, Louzoun Y (2009) The HIV hide and seek
game: an immunogenomic analysis of the HIV epitope repertoire. Aids 23:
1311–1318.
43. van Baalen CA, Guillon C, van Baalen M, Verschuren EJ, Boers PH, et al.
(2002) Impact of antigen expression kinetics on the effectiveness of HIV-specific
cytotoxic T lymphocytes. Eur J Immunol 32: 2644–2652.
44. Schmid BV, Kesmir C, de Boer RJ (2008) The specificity and polymorphism of
the MHC class I prevents the global adaptation of HIV-1 to the monomorphic
proteasome and TAP. PLoS ONE 3: e3525. doi:10.1371/journal.pone.0003525.
45. Peters B, Bui H-H, Frankild S, Nielson M, Lundegaard C, et al. (2006) A
community resource benchmarking predictions of peptide binding to MHC-I
molecules. PLoS Comput Biol 2: e65. doi:10.1371/journal.pcbi.1000048.
46. MacNamara A, Kadolsky U, Bangham CR, Asquith B (2009) T-cell epitope
prediction: rescaling can mask biological variation between MHC molecules.
PLoS Comput Biol 5: e1000327. doi:10.1371/journal.pcbi.1000327.
47. Heckerman D, Kadie C, Listgarten J (2007) Leveraging information across HLA
alleles/supertypes improves epitope prediction. J Comput Biol 14: 736–746.
48. MacNamara A, Kadolsky U, Asquith B (2010) Metaserver, an epitope prediction
algorithm. Available: http://web.bioinformatics.ic.ac.uk/metaserver/.
PLoS Computational Biology | www.ploscompbiol.org 6 February 2012 | Volume 8 | Issue 2 | e100238149. Macnamara A, Rowan A, Hilburn S, Kadolsky U, Fujiwara H, et al. (2010)
HLA class I binding of HBZ determines outcome in HTLV-1 infection. PLoS
Path 6: e1001117. doi: 10.1371/journal.ppat.1001117.
50. Rao X, Costa AI, van Baarle D, Kesmir C (2009) A comparative study of HLA
binding affinity and ligand diversity: implications for generating immunodomi-
nant CD8+ T cell responses. J Immunol 182: 1526–1532.
51. Kiepiela P, Leslie AJ, Honeyborne I, Ramduth D, Thobakgale C, et al. (2004)
Dominant influence of HLA-B in mediating the potential co-evolution of HIV
and HLA. Nature 432: 769–775.
52. Mingari MC, Moretta A, Moretta L (1998) Regulation of KIR expression in
human T cells: a safety mechanism that may impair protective T-cell responses.
Immunol Today 19: 153–157.
53. Speiser DE, Pittet MJ, Valmori D, Dunbar R, Rimoldi D, et al. (1999) In vivo
expression of natural killer cell inhibitory receptors by human melanoma-specific
cytolytic T lymphocytes. J Exp Med 190: 775–782.
54. Long EO, Rajagopalan S (2000) HLA class I recognition by killer cell Ig-like
receptors. Semin Immunol 12: 101–108.
55. Ugolini S, Vivier E (2000) Regulation of T cell function by NK cell receptors for
classical MHC class I molecules. Curr Opin Immunol 12: 295–300.
56. Seich Al Basatena NK, Macnamara A, Vine AM, Thio CL, Astemborski J, et al.
(2011) KIR2DL2 enhances protective and detrimental HLA class I-mediated
immunity in chronic viral infection. PLoS Pathog 7: e1002270. doi:10.1371/
journal.ppat.1002270.
57. Kuniholm MH, Kovacs A, Gao X, Xue X, Marti D, et al. (2010) Specific human
leukocyte antigen class I and II alleles associated with hepatitis C virus viremia.
Hepatology 51: 1514–1522.
58. Thio CL, Gao X, Goedert JJ, Vlahov D, Nelson KE, et al. (2002) HLA-Cw*04
and hepatitis C virus persistence. J Virol 76: 4792–4797.
59. Chuang WC-M, Sarkodie F, Brown CJ, Owusu-Ofori S, Brown J, et al. (2007)
Protective effect of HLA-B57 on HCV genotype 2 infection in a West African
population. J Virol 79: 724–733.
60. Jeffery KJ, Siddiqui AA, Bunce M, Lloyd AL, Vine AM, et al. (2000) The
influence of HLA class I alleles and heterozygosity on the outcome of human T
cell lymphotropic virus type I infection. J Immunol 165: 7278–7284.
61. Jeffery KJ, Usuku K, Hall SE, Matsumoto W, Taylor GP, et al. (1999) HLA
alleles determine human T-lymphotropic virus-I (HTLV-I) proviral load and the
risk of HTLV-I-associated myelopathy. Proc Natl Acad Sci U S A 96:
3848–3853.
62. Khakoo SI, Thio CL, Martin MP, Brooks CR, Gao X, et al. (2004) HLA and
NK cell inhibitory receptor genes in resolving hepatitis C virus infection. Science
305: 872–874.
63. Martin MP, Qi Y, Gao X, Yamada E, Martin JN, et al. (2007) Innate
partnership of HLA-B and KIR3DL1 subtypes against HIV-1. Nat Genet 39:
733–740.
64. Romero V, Azocar J, Zuniga J, Clavijo OP, Terreros D, et al. (2008) Interaction
of NK inhibitory receptor genes with HLA-C and MHC class II alleles in
Hepatitis C virus infection outcome. Molecular Immunology 45: 2429–2436.
65. Lopez-Vazquez A, Rodrigo L, Martinez-Borra J, Perez R, Rodriguez M, et al.
(2005) Protective effect of the HLA-Bw4I80 epitope and the killer cell
immunoglobulin-like receptor 3DS1 gene against the development of hepato-
cellular carcinoma in patients with hepatitis C virus infection. J Infect Dis 192:
162–165.
66. Martin MP, Gao X, Lee J-H, Nelson GW, Detels R, et al. (2002) Epistatic
interaction between KIR3DS1 and HLA-B delays the progression to AIDS. Nat
Genet 31: 429–434.
67. Graw F, Regoes RR (2009) Investigating CTL mediated killing with a 3D
cellular automaton. PLoS Comput Biol 5: e1000466. doi:10.1371/journal.
pcbi.1000466.
68. Beltman JB, Henrickson SE, von Andrian UH, de Boer RJ, Maree AF (2009)
Towards estimating the true duration of dendritic cell interactions with T cells.
J Immunol Methods 347: 54–69.
69. Textor J (2011) A unified view of T cell recirculation and stochastic search in the
lymph node microenvironment [Session 2]. Presented at the International
Workshop on T lymphocyte Dynamics in Acute and Chronic Viral Infection,
London 2011.
70. Kadolsky UD, Asquith B (2010) Quantifying the impact of human immuno-
deficiency virus-1 escape from cytotoxic T-lymphocytes. PLoS Comput Biol 6:
e1000981. doi: 10.1371/journal.pcbi.1000981.
71. Schmitz JE, Kuroda MJ, Santra S, Sasseville VG, Simon MA, et al. (1999)
Control of viremia in simian immunodeficiency virus infection by CD8+
lymphocytes. Science 283: 857–860.
72. Jin X, Bauer DE, Tuttleton SE, Lewin S, Gettie A, et al. (1999) Dramatic rise in
plasma viremia after CD8(+) T cell depletion in simian immunodeficiency virus-
infected macaques. J Exp Med 189: 991–998.
73. Wong JK, Strain MC, Porrata R, Reay E, Sankaran-Walters S, et al. In vivo
CD8+ T-cell suppression of siv viremia is not mediated by CTL clearance of
productively infected cells. PLoS Pathog 6: e1000748. doi:10.1371/journal.
ppat.1000748.
74. Ho DD, Neumann AU, Perelson AS, Chen W, Leonard JM, et al. (1995) Rapid
turnover of plasma virions and CD4 lymphocytes in HIV-1 infection. Nature
373: 123–126.
75. Wei X, Ghosh SK, Taylor ME, Johnson VA, Emini EA, et al. (1995) Viral
dynamics in human immunodeficiency virus type 1 infection. Nature 373:
117–122.
76. Althaus CL, De Boer RJ (2011) Implications of CTL-mediated killing of HIV-
infected cells during the non-productive stage of infection. PLoS ONE 6:
e16468. doi:10.1371/journal.pone.0016468.
77. Ugolini S, Arpin C, Anfossi N, Walzer T, Cambiaggi A, et al. (2001)
Involvement of inhibitory NKRs in the survival of a subset of memory-
phenotype CD8+ T cells. Nat Immunol 2: 430–435.
78. Young NT, Uhrberg M, Phillips JH, Lanier LL, Parham P (2001) Differential
expression of leukocyte receptor complex-encoded Ig-like receptors correlates
with the transition from effector to memory CTL. J Immunol 166: 3933–3941.
79. Gati A, Guerra N, Gaudin C, Da Rocha S, Escudier B, et al. (2003) CD158
receptor controls cytotoxic t-lymphocyte susceptibility to tumor-mediated
activation-induced cell death by interfering with fas signaling. Cancer Res 63:
7475–7482.
80. Cerboni C, Zingoni A, Cippitelli M, Piccoli M, Frati L, et al. (2007) Antigen-
activated human T lymphocytes express cell-surface NKG2D ligands via an
ATM/ATR-dependent mechanism and become susceptible to autologous NK-
cell lysis. Blood 110: 606–615.
81. Soderquest K, Walzer T, Zafirova B, Klavinskis LS, Polic B, et al. (2011) Cutting
edge: CD8+ T cell priming in the absence of NK cells leads to enhanced
memory responses. J Immunol 186: 3304–3308.
82. Nelson GW, O’Brien SJ (2006) Using mutual information to measure the impact
of multiple genetic factors on AIDS. JAIDS 42: 347–354.
83. Emu B, Sinclair E, Hatano H, Ferre A, Shacklett B, et al. (2008) HLA class I-
restricted T-cell responses may contribute to the control of human immuno-
deficiency virus infection, but such responses are not always necessary for long-
term virus control. J Virol 82: 5398–5407.
PLoS Computational Biology | www.ploscompbiol.org 7 February 2012 | Volume 8 | Issue 2 | e1002381